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imm 1 3 ffi*tt-fe^ y h b , fflSfc^foSrlSS- 
Lto»Rtt«lt» y b £#r 4 7'n '7 

[ff*if! 2 ] IPIfltiH?^ y I- £ rtfcfcSgfefctt-fc?' 
* y h ££hf£ £ -t 4 5 -t^^ JFM~t 4 i W* 4 If *IR 

[ «if 3 ] HWiS^ySO-CfeSM^ l lEfs©* 

CH 3 ^0CH 2 CH 2 =- NH(COCHNH)— s— 
I 

CH 2 C0OH 



mmA ] K^'y^T h y t?^ yy-c*4HR< 
« 3 tm^mm^tm. 
i mm 5 ] mm * ^ y h t , t fe^se^ 

4H 2(0*?* yht ^&47*n ■/ ?£S^#cA^£ 
[MI6 ] TEst I : 

um 

4C0CH 2 CHNHW— H 

I 

COOH (I) 



(i^, n(i 5-400, mU; 1 -300, x J± 0 -300«SiE [1**117] 

CH 3 +0CH 2 CH 2 b- NH(C0CHNH>i5 — fi 

I 



CH 2 C00CH 2 (O) 



(II) 



(iW, nii 5-400 , m(± 1 -300 nWtem . ) 

m 

[00 0 1 ] 

y b t ^iT47j«7'n -y ?fta^ft^&4*J§ffi 
SimtEaiKISI-f 5 i cr>X'hh . 
[00 02] 

^4*^*°yv-A\ 2^cD^££5»F|5HrS 
^§ t, . ?£*^±l aco J; '3 'J ~?~<?) 

-f 4 fc ^«i8i*ttfc i "3 , *»tt*sfiT-f 4^ 

[0 0 0 3] 

mit% < ix ^xmimf L^m'&.mmm 

[00 04] 

CH 3 -fOCH 2 CH 2 -) — — NH ( CDCHNH9 — w= 
CH 2 C00H 

(iW, nit 5-400. m}± 1-300, xfiO-300<7M 

*mt. ) 

[00 08] X'^tit 7n v 9im&m:%h . § t 



.7!- r-nr v >n ^^-i-Mi^f > /„ai i-mmmit 

■fe ^ y b t m 2 <7)-b ^ y h j££ T'o y ^ 3 U 
-3 2 £7)-fe^'^ y h Mli&®fKWt#A-t4 
>r t X\ z<7)M2co* y h^&iR/Keftt-l. z. b 

x-cm&b ixmfe&h. jtcommx o 

si©?* *. 
[0005] -r^^, *^bj±, mm&?x y b 

>hb i^ti 7n >y t^nitfofr^i^mmft? 
immx-foz,* ^^x-mMmm^Timm\±, mm 

#y»L Miif r f y r?^ yy^w^iii. . 

[0006] § £>fc, *^HJ!(±, iS/Ktt^^"^ yht, 

tj wrifcfce b % h m 2 w-t ^ y h ^ ^ ^ i, ig w jf 

[0007] 
[ft3] 



-(COCHjCHNHJ-r-H 

I 

COOH 

*%BJ!{±, TIB^II : 
[0009] 

Uk4i 
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CH 3 ^0CH 2 CH z H-NH(CDCHNH>n — H 

CH 2 C00CH z <Q) 

(3$*, nti 5-400 , mii 1-300 ) [00 11] 

[0010] Z'^ZtiS, 7"n -/ 9$m&#&T)Vit U Jn [ft 5 ] 
*4J#t£ - t -TSTIK I : 

CH 3 -fOCH 2 CH 2 -)— NH(CDCHNH ) .-« ( CQCHzCHNH)— ; — H 
I I 
CH 2 C00H COOH 



(iW, n(± 5-400 , mii 1-300 . xiiO-300 <7) 
[0012] T^Ztlt 7"P v ^^m^crymm&'C' 

hit, *%m*pmizmwth. *miizmz> 
m^m i a*?* >bt izi±, mumv^v- 

r ? >j /Hxxt/i' , ijf u r s y h \ m z. ti t> <d 

U7?U/HL *U->WJ/t«, ^J'JVal, iKU 
[0 0 13] Ht, j52^-fe^yhttt^3-fr4aeft 

ttxii, ffilitr7H , J7v>f^y, ^y?^yy, 

ffi*W£5fiffllS, *ffi*«fflSL 7Wl"¥-fflSL US! 
SSWEai, nfiffiBWfflK, iHft&WffllBs */^y?L 

itmwm^ ft^i?£ffl^i«w^ 

[ 0 0 l 4 ] filTfc:, 4fjxfuy/y n-/H^z»*E±3 
*<7)-fe y h t *° y 7tv 15 ^ y yy y h 

Hpt>%& 7"n >y ? a# "J v-T'\ ffi#yffiltf>7 F U 77 

yy^'j 7^^°5= 3 f>s^^ y b 



(II) 



(I) 

[00 15] fglH(i* 0| Jx^y^y3-/L-fc*°U7 
XA^af'yi^) 2 £ib&» 7'n «/ ? U 
ffi^>M^7K 'J 77^ •/y^^'J7^A"7^>MI 

[0016] ^O^^ftg^^Ji, JilTORJEst 

tsrtr t < 0 : J)i l - 7*' w-f- h n -x? 

(BLA-NCA) ttmh^y 
l?«7;^^yl, ^*ffil«7 3 7»0*°yx^ 
y ^ y a -/I/ Mh?*250M800) & MMM fc LT*^§ 

7XA7I^-T-) 7"07?3^'J7- (PEG-PBL 
A) £f§, i*V^i«PEG-PBLA*7^*UJilI* 
^LT*^^^ffi^fB#:T* S *° 'J xfky/ 

'J U 7XA°7^>K7'P -y? 3^IJ7- C P 

EG-P (Asp)] ^iOPEG-P(Asp) ^7X 

^°7= 3 f>@t^cO80%^7;^ U JifefcJWB^IKte/S -7 

s HftLT^s. ^(T)peg-p(asp) \zm'ym^r 

YVTv4isyt*m i &!})V# i J4 3 H (EDC) £Jn 

i4 i 1 1 i *} TV y 7v-f yyto 1 «73 7St *°y 

izrtivm^mm^x, ^ v ^ftEmpEG-p 

CAsp(ADR) ] SftiifctJ: Dff^^ 
[00 17] 
[ft6 ] 
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CH g -t-OCH,CHz ^-s-NH, + NH-CQ^ BLA-NCA 
I ^0 
CH 3 -PEG-NH 2 CK-CO 

CfcCOOCHi /q) 



CH. -<-OCH.CB. 



- NH ; !C!JCHNH>s — H 



CH a COOCH 2 <^0) 



PEG-PBLA 

• CH 3 ^0CH 2 CH ! -)-^-NH(COCHNH ) „-» ( COCHaCHNHj— ; — H 

CH 2 C00H COOH 

PEG-P(Asp) 

CH 3 -f- OCH2CH2 ^rNH(COCHNH ) .-, ( COCH2CHNH)— < — H 
CH2CO-R CO-R 




(Sfs R It OH **I.M± 



L s n 5 —400. in I* 1 -300, £ «fc x Ii0~300© 




[0 0 18] ±iEtfcWC#£>iifcPEG-P (Asp)& 
tfPEG-P [Asp(ADR) ] WvftiUL^WlfcL 

<7)*?*(i 116*^35, OOOtr^TAOs TF 

yrv^y y ( r ^ ^ ^ y bm^m lt ) (± 

PAsp ^^M^1900^)Ji^l2-33mol%. tfz. 10,00 
0(7)^ 3 -37mo 1 %<D *, CD £ %x U |> 0 
[0019] £j£LfcS^^tlvf*uo^fcS^ 

yVll 20ng/ml) LTi*^*^»i«fth.'0*4. 

[oo20]^lt, ; ^BiHHfcESftiTcor k u r 

?^y>- (ADR) tCjtKTg^fcLTtOiaV^tt^ 



d s coma b^oWftizZVU ^m^WTfo &zt 
frfc*<9iSv*SD!fyiSttt±7c0>7 H U y y i 0 fc 

[002 1] 

CUffiMl ] y3-^y^ L-T^WT-b N- 
# /], ;t: > II|HE7j<% (BLA-NCA, 7.21 g) £ N , 
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N' -s;';><^/F*;FA73 F (DMF) 12mU;^L. 

$ya^*°iJx^py?"!Jn-^ (^M4300) 6.00g 
£ ? n u*;FA60ml Izmfr LX* coMM SrB LA— NC 

A«-/jii/t^ wmwzmm&mt 2\#&x& 

T . yx^;Fx-T;FTift# LfcSfcE^-CSaS L XX 
yxfi/y/y3-/i/-^y (y3-^y^> L-rx 

W\rr—h) fUyfatfW- (PEG-PBLA) 

JR* 10.09g (84%). 
[0022] PEG-PBLA 10.03g £ 1 00ml? no 

1:1:2 (fWmf'J^) t*SS-f^hU^A^0.43NJS 
frLtzTM y*g£i££ PEG-PBL AjgJgfcJPi. 

S„ f ^)7;W 'J »f Hi P B L AMtoO y^xx 
r/l'tftt. Stet&SidfcLfc. 0°C. lOihKfcLi, 
2L«xxfvPx-x/W3}BT-t£o ifcHLfcjK'J 
V- £ L T . 20ml (7)^W MZ\tiP LTSpectrapor 7 

jspfjjs (#?*4Hi=iooo) im^x^xsmrsmt 

;F-*° >J 7X^5 n v 9 3*°'J -?- C P E G - 

P (Asp)] JRM3.94g (49%) . ZCD7"v>y? 

a* 'J V-g( 1*30, 17ffltf>7X"?5 *>!BS« 
S £ t * 4 7°n F y N M R wfflgfc: 
[0023] Cic 7 ) CPEG-P (Asp)) 230.3mg £ 1ml 
LTfc < . 7 F 'J 7V^ >-yfSi£fS349. 
2 mg£ 260ml CODMFfcJg^L, 1.3|gfi<0byxf 

^TSyfcJniS. 7KU7v>f CPEG- 

p (asp) ) wm&toz.. § tiizmm^jj 5 f 

(EDC) Sr 886ml JniT, 0°CT"4 B^fOftK 
4. *0>flL 7j«#/Ftf'>M 5 F 886ml £ t 
^.TS^T19^^< iiA-t* . aES^K^Spectrap 
or7@fjfJK «HP*#iB=1000) ^ffll^TO. 1 Mgf^ 

f u ^ am»kpH4. 5) tpT- 3 fif^^rrs . sswm. 

Ami conYM30 COMX" PJWiF?! L T ^IxjEcO 7 F y rv>f >' 

y*?zcomcoi&ft?mm< . %t>tuz?uv7-3xv 

7-PEG-P CAsp(ADR) ] ti?OTT F* U 7^W i^y 

$mz. 7x^7$?ywmmzttix 3imoi%-c-^^ 

tz, (485nm^PM5UD) R«^JIT\ ^'Jx^y/ 
y n-;Fy^*^'4000^6000, 7"n -y ? V- 

i Mm *) 7x^y3?ymnmmfr?>92±x\ r f y 

T-?A isy±m> 9 mol%j&>£>37nol.%c7) t <9#£j£T 

SI W*P388fi]fitJSfc*f-t* 



[0024] C»feW2) PEG-P CAsp(ADR) ) 
(PEGtf)#?44300, -/n,. V ) 1 Ly; ;•: 

nmcorx^y^ymmm, rvvr^-t^y 3imoi% 
<7)i><7)) coy ym^Mpni.A) ^xco^^ivm±u~ 

•¥~W&Lfc£ 1 9SM¥±^l57nm s &¥%49nmfcjl!l5£$fl 
it (H5#{H) „ ll3fc7j^i:3(^7F6iiHP 
lct(4, tfHBSttsrr&s Ft>mss?7 f y ^A 
( s d s ) i 0 Tcto t ? 

ilt^irf £ c: i y , s d s t «t s ffi^i 5 ^;f^ 

««*HffiSES^. E4 tSrf J: 3 7F'J7 

ftOfcfcteMft L . ^ Of^^' s D s ma t i o T 5 -fe 

W^^)t^ t30nm*^80nm^Eg£1r-ri> S 

[ 0 0 2 5 ] H2(i pH7.4 <OV yKSffffi* (37°C) 
T-7 F U 7?^ ^y^^T^485nm ^PSlR?SE&gB§e^)t 
iI»L/StWCft4. 7F'y7-?^ vy*il00B#r B 11il^ 

ITCii 168B#r B 1g^t^90%^P»%^§tl, » 

[0026] CHJfiWl3] CDF l^XiOV^XtP38 

8 ^^xeai««^io6 ffljjwBrtfca^L, 24W^ 
te4a££*te*&»LfcPEG-p ca sp (adr) d 

( P E G<9jff M4300 , 7"P >y ? 3 ^° U V- 1 *H ^ D 1 

mcorxj^y^ymtm. rvvrvjisysi mi% 

cohco) mmWztkS-lti. rjy Fn— /F (lHftti 
aM61fi**ft4) te*«-$£#B»?)Jt (T/C) hfr 
fi^fb&IiJeLAc 0 lP(±6ETlfo^ 0 feUfcmt 
jjtt. 7Fy7V-f^y (ADR) T"{4T/Cii^± 3 
81%ffc £ CO^W LfifiJ^HkESTfi A D R jti: 200mg 
/kg tT490%m_ht^d^=5rffi&#^ o 
I«I^?pt*ia^tfcV^ t AD RtT/C A« 3 
81%#^ix^4*tfcV^T12.5%^M^&^L^y)t 
M L , liffflMtiiftW ■ 4 % LT v ^ 

v\ ;^^i:J;0, ^L/cffi^^bE^iADRCirb 

m tx'j?%^wmx±n> %m'yimm tzt &b 

i^tz. 
[0027] 

tun 



■9-y77F &4* T/C (2) 

(mg/kg) 0S 1 ' (50 B) 



ADR 7.5 15.3 191 +4.4 

ADR 15 30.5 381 -12.5 

ADR 30 6.5 81 -17.1 
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PEG-P(As P (ADR)) 80 
PEG-P(As P (ADR)) 120 
PEG-P(As P (ADR)) 200 



18.0 
32.5 
>42.0 



3S2 
>490 



8. 0-8.6 0 

[00 28] 

m^tx hmmfcm^&n-fi 1 1 i>tzmmt lx 

[01] ^^Simkgl^PJP E G - P CAs P (A 

dr) iwrnrnm-cbz. 

[02] TWT^AlsV (ADR) RV^Wmmft 
T-immmMP E O- P C As P ( A DR)) <?)485 imCD® 



[H3] *^HJfCOffi^tE^SMPEG-P [As P (A 
WfottH PLC i S^WiSft^TK-rHT'* l> . 

iM4i*minm=HmmmPEG-p ca SP (a 

dr) ), SMl:»ffiMSDse»i^ 

[05] *^^^^gii^[jPEG-P CAs P (A 
D R) )«5 ^/Mi«3)««J£ L— f -TtitSLt 1 9 



[HI] 



— mr 

[03] 




200 



-6 

togCADRJ/tM] 
PEG-P(AspCADR)) t 
PEG-P<Asp(ADR)) 



JL 



-> PEG-P(Asp(ADR)J 



^PEG-P(Asp(A0R))+I%SD5 
6 T0~ 



0 t- - t- 



20 39 83 176 371 tt*g(nm) 



S^Asaflipak GS-520 
«Mb0.1M>AKHIiria(pH 7.5+0.1M Nad) 
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m«fHn a nJHKm±#5-26-25 



